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DETDESC: 
DETD ( 90 ) 

Ischemia/ reper fusion injury is an inflammatory condition that occurs 
on restoring blood flow to organs suffering from an obstructed supply 
causing ischemia (oxygen deprivation) . Unless rapidly relieved by 
reperfusion, ischemia causes death of surrounding cells, and 
eventually, death of a whole organ or patient. However, accumulating 
evidence suggests that reperfusion. . . least in part from an 
inflammatory response mediated by activated neutrophils in the restored 
blood flow. Some patients have whole-body ischemia, whereas in other 
patients ischemia is confined to particular parts or organs of the 
body. For example, a patient may suffer from epidermal, myocardial, 
renal, cerebral, splenic, hepatic, spinal, splanchnic, pulmonary, 
partial-body, or whole-body ischemia. The therapeutic agents of the 
invention function by antagonizing the interaction of such lymphocytes 
with P-selectin. 

DETDESC: 

DETD (93) 

Therapeutic . . . other molecules, particularly humanized or human 
antibodies reactive with different adhesion molecules. Suitable 
immunoglobulins include those specific for CDlla, CDllb, CD18, 
E-selectin, L-selectin and IGAM-1. The immunoglobulins should bind to 
epitopes of these adhesion molecules so as to inhibit binding of. 

US PAT NO: 5,767,241 [IMAGE AVAILABLE] L4 : 2 of 13 

SUMMARY : 

BSUM(3) 

The . . . step in migration of leukocytes to tissues in response to 
microbial invasion. Although a class of inducible leukocyte receptors, 
the CD11-CD18 molecules, are thought to have some role in adherence 
to endothelium, mechanisms of equal or even greater importance for 
leukocyte. 

SUMMARY: 

BSUM(6) 

The . . . can be involved in both inflammatory and coagulation 
processes. For example, the Mac-1 receptor on leukocytes, a member of the 
CD11-CD18 group, mediates phagocytosis and serves as a receptor for 
the degradation product of complement C3bi, is involved in one pathway. 



DETDESC: 
DETD (94) 

Reperfusion injury is a major problem in clinical cardiology. 
Therapeutic agents that reduce leukocyte adherence in ischemic 
myocardium can significantly enhance the therapeutic efficacy of 
thrombolytic agents. Thrombolytic therapy with agents such as tissue 
plasminogen activator or streptokinase can relieve coronary artery 
obstruction in many patients with severe myocardial ischemia 
prior to irreversible myocardial cell death. However, many such patients 
still suffer myocardial neurosis despite restoration of blood flow. This 
"reperfusion injury" is known to be associated with adherence of 




leukocytes to vascular endothelium in the ischemic zone, presumably 
in part because of activatj^^ of platelets and endothelium h^fcthrombin 

and cytokines that makes tSBr adhesive for leukocytes (Roms^^t al . , 

Circulation 67: 1016-1023, 1983). These adherent leukocytes can migrate 
through the endothelium and destroy ischemic myocardium just as it is 
being rescued by restoration of blood flow. 

US PAT NO: 5,753,617 [ IMAGE AVAILABLE] L4 : 3 of 13 

SUMMARY : 

BSUM(4) 

Leukocyte . . . initial step in migration of leukocytes to tissues in 
response to microbial invasion. A class of inducible leukocyte receptors, 
the CD11-CD18 molecules (integrins) , have a role in adherence to 
endothelium. These molecules are involved in mechanisms of leukocyte 
adherence involving inducible. 

DETDESC: 

DETD (42) 

Reperfusion injury is a major problem in clinical cardiology. 
Therapeutic agents that reduce leukocyte adherence in ischemic 
myocardium can significantly enhance the therapeutic efficacy of 
thrombolytic agents. Thrombolytic therapy with agents such as tissue 
plasminogen activator or streptokinase can relieve coronary artery 
obstruction in many patients with severe myocardial ischemia 
prior to irreversible myocardial cell death. However, many such patients 
still suffer myocardial neurosis despite restoration of blood flow. This 
"reperfusion injury" is known to be associated with adherence of 
leukocytes to vascular endothelium in the ischemic zone, presumably 
in part because of activation of platelets and endothelium by thrombin 
and cytokines that makes them adhesive for leukocytes (Romson et al . , 
Circulation 67: 1016-1023 (1983)). These adherent leukocytes can migrate 
through the endothelium and destroy ischemic myocardium just as it is 
being rescued by restoration of blood flow. 

US PAT NO: 5,728, 685 [IMAGE AVAILABLE] L4 : 4 of 13 

DETDESC: 

DETD (30) 

Reperfusion injury is a major problem in clinical cardiology. 
Therapeutic agents that reduce leukocyte adherence in ischemic 
myocardium can significantly enhance the therapeutic efficacy of 
thrombolytic agents. Thrombolytic therapy with agents such as tissue 
plasminogen activator or streptokinase can relieve coronary artery 
obstruction in many patients with severe myocardial ischemia 
prior to irreversible myocardial cell death. However, many such patients 
still suffer myocardial neurosis despite restoration of blood flow. This 
"reperfusion injury" is known to be associated with adherence of 
leukocytes to vascular endothelium in the ischemic zone, presumably 
in part because of activation of platelets and endothelium by thrombin 
and cytokines that makes them adhesive for leukocytes (Romson et al . , 
Circulation 67:1016-1023, 1983). These adherent leukocytes can migrate 
through the endothelium and ischemic myocardium just as it is being 
rescued by restoration of blood flow. 

DETDESC: 



DETD(185) 



It . . . inhibition seen using pharmacological agents, including a 
number of peptides derived ^fc™ P-selectin and antibodies d^fccted 

against P-selectin and the 1WLlb/CDl8 complex (Ma, Xin-lian^^t al . , 

Circulation (1993) 88-2:649), has been 40%. Compound 13b provides a 
degree of inhibition similar to. 

US PAT NO: 5,710,123 [IMAGE AVAILABLE] L4 : 5 of 13 



SUMMARY: 



BSUM(5) 

Leukocyte . . . step in migration of leukocytes to tissues in 
response to microbial invasion. Although a class of inducible leukocyte 
receptors, the CD11-CD18 molecules, are thought to have some role in 
adherence to endothelium, mechanisms of equal or even greater importance 
for leukocyte. 



SUMMARY : 
BSUM(105) 

Reperfusion injury is a major problem in clinical cardiology. 
Therapeutic agents that reduce leukocyte adherence in ischemic 
myocardium can significantly enhance the therapeutic efficacy of 
thrombolytic agents. Thrombolytic therapy with agents such as tissue 
plasminogen activator or streptokinase can relieve coronary artery 
obstruction in many patients with severe myocardial ischemia 
prior to irreversible myocardial cell death. However, many such patients 
still suffer myocardial neurosis despite restoration of blood flow. This 
"reperfusion injury" is known to be associated with adherence of 
leukocytes to vascular endothelium in the ischemic zone, presumably 
in part because of activation of platelets and endothelium by thrombin 
and cytokines that makes them adhesive for leukocytes (Romson et al . , 
Circulation 67: 1016-1023.(1983)). These adherent leukocytes can migrate 
through the endothelium and destroy ischemic myocardium just as it is 
being rescued by restoration of blood flow. 

US PAT NO: 5,622,701 [IMAGE AVAILABLE] L4 : 6 of 13 



SUMMARY: 



BSUM(4) 

p_ se l ec tin . . . (1993); Jones et al . , Biophys . J. 65: 1560-1569 
(1993); Mayadas et al . , Cell 74: 541-554 (1993)). This initial 
interaction precedes CD18-integrin-mediated adhesion and subsequent 
migration of neutrophils through the endothelium and into inflamed tissue 
sites (Lawrence et al . , Cell 65: 859-873. 



DETDESC: 



DETD (78) 

The . . . with other antibodies, particularly antibodies reactive 
with different adhesion molecules. For example, suitable antibodies 
include those specific for CDlla, CDllb, CD18, L-selectin, and 
ICAM-1. Other suitable antibodies are those specific for lymphokines, 
such as IL-1, IL-2 and IFN-. gamma., and their receptors.. 



DETDESC: 



DETD (79) 



In some therapeutic methods of ischemia- reperfusion therapy, 



crossreacting antibodies aroused in combination with thrombolytic 
agents. In previous method^^patients with myocardial infar^^pn or 

unstable angina are often SRted by opening the occluded c<SRiary 
artery. Reopening of the obstructed coronary artery can be achieved 
by administration of thrombolytic agents which lyse the clot causing the 
obstruction, and which, thereby, restore coronary blood flow. 
Reperfusion of the vessel can also be achieved by percutaneous 
transluminal coronary angioplasty (PTCA) by means of balloon dilation of 
the obstructed and narrowed segment of the coronary artery. However, 
restoration of coronary blood flow leads to ischemia- reperfusion 
injury in prior methods. 

US PAT NO: 5,618,785 [IMAGE AVAILABLE] L4: 7 of 13 

SUMMARY : 

BSUM(5) 

Leukocyte . . . step in migration of leukocytes to tissues in 
response to microbial invasion. Although a class of inducible leukocyte 
receptors, the CD11-CD18 molecules, are thought to have some role in 
adherence to endothelium, mechanisms of equal or even greater importance 
for leukocyte. 

DETDESC: 

DETD (60) 

Reperfusion injury is a major problem in clinical cardiology. 
Therapeutic agents that reduce leukocyte adherence in ischemic 
myocardium can significantly enhance the therapeutic efficacy of 
thrombolytic agents. Thrombolytic therapy with agents such as tissue 
plasminogen activator or streptokinase can relieve coronary artery 
obstruction in many patients with severe myocardial ischemia 
prior to irreversible myocardial cell death. However, many such patients 
still suffer myocardial neurosis despite restoration of blood flow. This 
"reperfusion injury" is known to be associated with adherence of 
leukocytes to vascular endothelium in the ischemic zone, presumably 
in part because of activation of platelets and endothelium by thrombin 
and cytokines that makes them adhesive for leukocytes (Romson et al . , 
Circulation 67: 1016-1023 (1983)). These adherent leukocytes can migrate 
through the endothelium and destroy ischemic myocardium just as it is 
being rescued by restoration of blood flow. 

US PAT NO: 5,602,230 [IMAGE AVAILABLE] L4 : 8 of 13 

SUMMARY: 
BSUM(5) 

Leukocyte . . . step in migration of leukocytes to tissues in 
response to microbial invasion. Although a class of inducible leukocyte 
receptors, the CD11-CD18 molecules, are thought to have some role in 
adherence to endothelium, mechanisms of equal or even greater importance 
for leukocyte. 

DETDESC: 

DETD (57) 

Reperfusion injury is a major problem in clinical cardiology. 
Therapeutic agents that reduce leukocyte adherence in ischemic 
myocardium can significantly enhance the therapeutic efficacy of 
thrombolytic agents. Thrombolytic therapy with agents such as tissue 
plasminogen activator or streptokinase can relieve coronary artery 



obstruction in many patients with severe myocardial ischemia^ 
prior to irreversible myoc^».al cell death. However, many Ah patients 
still suffer myocardial neScsis despite restoration of blo^Fflow. This 
n reperfusion injury" is known to be associated with adherence of 
leukocytes to vascular endothelium in the ischemic zone, presumably 
in part because of activation of platelets and endothelium by thrombin 
and cytokines that makes them adhesive for leukocytes (Romson et al., 
Circulation 67:1016-1023 (1983)). These adherent leukocytes can migrate 
through the endothelium and destroy ischemic myocardium just as it is 
being rescued by restoration of blood flow. 

US PAT NO: 5,591,835 [IMAGE AVAILABLE] L4 : 9 of 13 

DETDESC: 

DETD ( 30 ) 

Reperfusion injury is a major problem in clinical cardiology. 
Therapeutic agents that reduce leukocyte adherence in ischemic 
myocardium can significantly enhance the therapeutic efficacy of 
thrombolytic agents. Thrombolytic therapy with agents such as tissue 
plasminogen activator or streptokinase can relieve coronary artery 
obstruction in many patients with severe myocardial ischemia 
prior to irreversible myocardial cell death. However, many such patients 
still suffer myocardial neurosis despite restoration of blood flow. This 
"reperfusion injury" is known to be associated with adherence of 
leukocytes to vascular endothelium in the ischemic zone, presumably 
in part because of activation of platelets and endothelium by thrombin 
and cytokines that makes them adhesive for leukocytes (Romson et al . , 
Circulation 67:1016-1023, 1983). These adherent leukocytes can migrate 
through the endothelium and ischemic myocardium just as it is being 
rescued by restoration of blood flow. 

DETDESC: 
DETD (185) 

It inhibition seen using pharmacological agents, including a 

number of peptides derived form P-selectin and antibodies directed 
against P-selectin and the CDllb/CD18 complex (Ma, Xin-liang, et al . , 
Circulation (1993) 88-2:649), has been 40%. Compound 13b provides a 
degree of inhibition similar to. 

US PAT NO: 5,464,935 [IMAGE AVAILABLE] L4 : 10 of 13 

SUMMARY: 

BSUM(5) 

Leukocyte . . . step in migration of leukocytes to tissues in 
response to microbial invasion. Although a class of inducible leukocyte 
receptors, the CD11-CD18 molecules, are thought to have some role in 
adherence to endothelium, mechanisms of equal or even greater importance 
for leukocyte. 

DETDESC: 

DETD ( 49 ) 

Reperfusion injury is a major problem in clinical cardiology. 
Therapeutic agents that reduce leukocyte adherence in ischemic 
myocardium can significantly enhance the therapeutic efficacy of 
thrombolytic agents. Thrombolytic therapy with agents such as tissue 
plasminogen activator or streptokinase can relieve coronary artery 
obstruction in many patients with severe myocardial ischemia 



prior to irreversible myocardial cell death. However, many such patients 
still suffer myocardial ne^^sis despite restoration of blo^^flow. This 
"reperfusion injury" is knmK to be associated with adherenS^of 

leukocytes to vascular endothelium in the ischemic zone, presumably 
in part because of activation of platelets and endothelium by thrombin 
and cytokines that makes them adhesive for leukocytes (Romson et al . , 
Circulation 67:1016-1023 (1983)). These adherent leukocytes can migrate 
through the endothelium and destroy ischemic myocardium just as it is 
being rescued by restoration of blood flow. 

US PAT NO: 5,378,464 [IMAGE AVAILABLE] L4 : 11 of 13 

SUMMARY : 

BSUM{4) 

The . . . step in migration of leukocytes to tissues in response to 
microbial invasion. Although a class of inducible leukocyte receptors, 
the CD11-CD18 molecules, are thought to have some role in adherence 
to endothelium, mechanisms of equal or even greater importance for 
leukocyte. 

SUMMARY: 

BSUM(7) 

The . . . can be involved in both inflammatory and coagulation 
processes. For example, the Mac-1 receptor on leukocytes, a member of the 
CD11-CD18 group, mediates phagocytosis and serves as a receptor for 
the degradation product of complement C3bi, is involved in one pathway. 



DETDESC: 
DETD ( 92 ) 

Reperfusion injury is a major problem in clinical cardiology. 
Therapeutic agents that reduce leukocyte adherence in ischemic 
myocardium can significantly enhance the therapeutic efficacy of 
thrombolytic agents. Thrombolytic therapy with agents such as tissue 
plasminogen activator or streptokinase can relieve coronary artery 
obstruction in many patients with severe myocardial ischemia 
prior to irreversible myocardial cell death. However, many such patients 
still suffer myocardial neurosis despite restoration of blood flow. This 
"reperfusion injury" is known to be associated with adherence of 
leukocytes to vascular endothelium in the ischemic zone, presumably 
in part because of activation of platelets and endothelium by thrombin 
and cytokines that makes them adhesive for leukocytes (Romson et al . , 
Circulation 67: 1016-1023, 1983). These adherent leukocytes can migrate 
through the endothelium and destroy ischemic myocardium just as it is 
being rescued by restoration of blood flow. 

US PAT NO: 5,198,424 [IMAGE AVAILABLE] L4 : 12 of 13 

SUMMARY : 

BSUM(5) 

Leukocyte . . . step in migration of leukocytes to tissues in 
response to microbial invasion. Although a class of inducible leukocyte 
receptors, the CD11-CD18 molecules, are thought to have some role in 
adherence to endothelium, mechanisms of equal or even greater importance 
for leukocyte . 



DETDESC: 



DETD (73 ) 




Reperfusion injury is a major problem in clinical cardiology. 
Therapeutic agents that reduce leukocyte adherence in ischemic 
myocardium can significantly enhance the therapeutic efficacy of 
thrombolytic agents. Thrombolytic therapy with agents such as tissue 
plasminogen activator or streptokinase can relieve coronary artery 
obstruction in many patients with severe myocardial ischemia 
prior to irreversible myocardial cell death. However, many such patients 
still suffer myocardial neurosis despite restoration of blood flow. This 
"reperfusion injury" is known to be associated with adherence of 
leukocytes to vascular endothelium in the ischemic zone, presumably 
in part because of activation of platelets and endothelium by thrombin 
and cytokines that makes them adhesive for leukocytes (Romson et al . , 
Circulation 67: 1016-1023, 1983). These adherent leukocytes can migrate 
through the endothelium and destroy ischemic myocardium just as it is 
being rescued by restoration of blood flow. 

US PAT NO: 4, 797,277 [IMAGE AVAILABLE] L4 : 13 of 13 

SUMMARY: 

BSUM(3) 

Ischemia is a condition that occurs in organs suffering from an 
obstructed blood flow. Ischemic conditions that are not rapidly 
abolished may lead to cell death and may be fatal for the organ or 
individual involved. Since quite a long time it has been recognized that 
the reperfusion of an organ suffering from ischemia may lead to 
I/R-induced tissue damage in a variety of clinical conditions like 
coronary infarction, organ transplantation, shock etc. 

SUMMARY: 
BSUM(ll) 

LACs . . . and monocytes, Mac-1 on granulocytes and monocytes, and 
pl50.95 on macrophages and monocytes. Each subunit consists of one common 
beta-chain (CD18) and an alpha-chain that is unique for each of the 
three subunits (CDlla, CDllb, and CDllc, respectively) . The LAC complex. 



DETDESC: 
DETD (9) 

The ... of the invention may be part of a prepacked kit containing 
therpeutics useful for the treatment of different aspects of 
ischemia/reperfusion, so-called multi-factorial treatment. As has 
been indicated above reperfusion damage can appear when an obstructed 
blood-flow is cleared giving as a consequence the release of ROM, 
cationic proteins and proteases. Thus therapeutically active free 
radical. 

DETDESC: 

DETD (26) 

A monoclonal antibody (MoAb 60.3) to LAC (CD18) was tested for its 
effect on adherence of feline neutrophils using the method of Fehr and 
Dahinden. Briefly, one ml. 
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A P-selectin-immunoglobulin G chimera is protective in a rabbit ear model 
of ischemia-reperf usion 
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Print Number: Biological Abstracts Vol. 099 Iss. 012 Ref. 168360 
Background: Neutrophils have been shown to play a role in ischemia 
-reperfusion injury, and the initial interaction of neutrophils with the 
endothelium is mediated through the selectin family of adhesion molecules. 
Thus the purpose of these studies was to determine whether a P-selectin-IgG 
chimera was protective in a model of ischemia-reperf usion injury. 
Methods : The model used was a rabbit ear model of ischemia 
-reperfusion. Selectin-IgG chimeras were given at the time of reperfusion 
of the tissue, and their efficacy was compared with an anti-CD18 antibody ( 
MHM23 ). Results: The P-selectin-IgG was as protective in this model 
as an anti-CD18 antibody. The chimera did not mediate its effect by causing 
the animals to become neutropenic. Conclusions: P-selectin plays a role in 
ischemia -reperfusion injury. This is in agreement with data from 
other groups. The fact that the chimera was effective in this model 
suggests that carbohydrates or small molecule mimics of carbohydrates would 
be effective in this model. Such antiinflammatory agents may have fewer 
side effects in terms of increased risk of sepsis. 
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